Developing a Community Process —

The National QC Materials Coordinator Program

Lisa Kalman, PhD
Nov. 9, 2004

QC Materials for Genetic Testing
Meeting




National QC Materials

!'_ Website




Horne | About CDC | Press Roam | Funding | A-ZIndex | Centers, Institute & Offices | Training & Employment | Contact Us

CDC Department of Health and Human Services COC an Espafiol

Centers for Disease Control and Prevention i
B Health & Safety Topics B Publications & Products B Data & Statistics | B Conferences & Events
QC Materials

Ganetics - QC Matarials
» A Materials Home Q

Reference Aricles

The Genetic Testing Guality Condrol Materials Coordinator Project aims to coordinate a

Guidance and Cwersight selfsustaining community process to improve the availability of appropriate and verified materials
Funding fior:

» Agsislance

* Cualiby control
. r'-1-;|1|:\'||:||$ |'1'-'|'-\.F“I:|I:|||r|" - F'II:II'IEIB ntl'llegtu-'lg
» Matarials Mesdad & Testdeveloprment
» Contributor *+ Research
Acknowdedgements _ _
DLS Cottent The purpose of this project is
DLE Home *+ To help the genetic testing community obiain appropriate and validated materials
% * To facilitate and coardinate information exchange between users and providers of @C
Genetics malenals

* To coordinate efforts aimed at development, contribution, verfication and distribution of

* |Inbe . :
N1l Matioral materials for ganalic testing.

» MASTER

* Monioring

* MPEF

» BLT

¢+ Publications .

» Training 'Usel’ BU”etln Board
Other DLS Resources

Resource Links =Contact us

This page kst revksed: 100122004

Home | Policies and Requiadions | Dischimer | e-Goverwment | FOLE | Condoci L=

BAFER+HEALTHIER - FEQPLE" e

.
i L N e, [N - ] et Ll =,



Home | About COC | Press Room | Funding | A-Zindex | Centers, Institute & Offices | Training & Employment | Comtact Us

C c Department of Health and Human Services CODC an Espafiol
D Centers for Disease Control and Prevention (&5
B Health & Safety Topics B Publications & Products B Data & Statistics | B Conferences & Events

QC Materials

_ GQC Materials - Contributor Acknowledgements
QC Materials Home

Reference Adicles

Guidance and Oversight This page st reviewed: 10022004
Funding
» Agsislance
+ Wlatarials fsrailability
+ Matarials Heedad
» Contributar
A Erioesd edoerments
DLS Content
DLE Home
CLIA
» EEnetics
» Infemabonal
* MASTER
* Monitonng
* MPEP
* BT
» Publications
¢ Training
Oiher DLS Resources
» Hegsource Links

Home | Policies and Reguslipns | Disclhimer | e-Governmerd | FOLWE | Cordoict Lz

BAFER+HEALTHIEm - FEQPLE" "":_:.-t-.. e i e _..--' ._H-
FCiFeaE

i sdemr ik o Lo =,



Home | AboutCDC | Press Room | Funding | A-Zindex | Centers Institute & Offices | Training & Ermployment | Contact Us

Department of Health and Human Services COC en Espanal

Centers for Disease Control and Prevention Enter Search T RED
B Health & Safety Topics B Publications & Products B Data & Statistics B Conferences & Events
OC Materials . . i
 GIC Materials Home GIC Materials - Materials Availability
Reference Aricles * Cystic Fibrosis
Guidance and Owersight * Fragile ¥
» EUR Ijlf'l!!

» Materials Avallabiliby
* Matarials Meadad
¢ Contributor
A Ko o gern e nts
DLS Corber
DLS Home
CLIA
- Egnetics
» Intermat onal
* LM
* MASTER
* Moniloring
* MPEF
* NLTM
» Publications
» Training
Other DLS Resources
» Resource Links

Home | Policies and Requisdione | Disclhimer | e-Governmend | FOLE | Condact Lz

BAFER-HEALTHIER- FEQFLE" e Fal !

e e, o s Y e W st st mimat ol L



Horme | AboutCDC | Press Room | Funding | A-ZIndex | Centers, Institute & Offices | Training & Employment | Contact s

CD(: Department of Health and Human Services COGC en Espaliol
Centers for Disease Control and Prevenrtion

Enter Search Te JEE

B Health & Safety Topics B Publications & Products | B Data & Statistics B Conferences & Events

C Materials - Cystic Fibrosis Materials Availibility

Gene |Allsle 1 Allele 2 LILIA Transformed |(Cell Type o] Murnber AL Werified Wer, Methods
_ (FoleT | _ |[Bank |Panel |
CFTR [Fs08del | [G551D fo Fibroblast  |Coriell [GMOD142
CFTR [G542¢  [HEDOR ves B-mphocyle [Coriell [GMOD504
CFTR [Fs08del  [Fs02del no Fibroblast  |Corlell [GMOO770
Info LIPA CFTR 26, CF
CFTR [F50Bdel | 2184deld [TTIOT  wes B-Wmphocyle |Coriell (GM1ETSG ves |7 labs gﬁﬁ;ﬂﬁrﬁ'ﬁﬁ:&
MALDI-TOF
CFTR [Fs08del [R347P s B-lymphocyte [Corlell [GM00897
CFTR [621+1G-T [1154insTC no Fibroblast  |[Coriell |GM00993
' ' ' ' inna LIFA CFTR 36,
CFTR Fa0Bdel (2183A8-G |TTIGT Ve s B-wmphocyle (Cornall |(GM18303 Slabs  MALDI-TOF, elucigene,
inwadear

This page st reviewed: 10M2F2004

Home | Policles and Regquistions | DiEeclmer | e-Government | EOLS | Contact s

EAFER-HEALTHIER - PEOPLE"

— . P ;
Cemters for Distase Control and Prevention, 1600 Clifton R, Atlarea, G 30332, 1.5 .4 FIRST(:OV | @ ﬁ W
Tal; (4047 039-330 1 § Public aquisss ; (04 620-2524 7 (8000 311.3435 e Tt et S et B B i : E= 11 iTeEN SErvica s




Home | About COC | Press Room | Funding | A-Zindex | Centers, Institute & Offices | Training & Employment | Comtact Us

CDC Department of Health and Hurnan Services CDC en Espafiol
Cenrers for Disease Conrtrol and Prevention (2o

B Health & Safety Topics B Publications & Products B Data & Statistics B Conferences & Events

G Materials - Fragile X Materials Buailibiliy

- Senger SUBMitter Submitter  Trans- | Methylation | - cell [CeliLine [DM&  |Project E‘”'E“
ENE |VENUET lcivag  verif Method  [formed |02 2" |Siatus? EIIYPE  pank |Number |[Number Verified mz:'hn e
Fragile - . _
” e =200 PCRSauhem yas B-mphocyle |Cariell GMOGE52 |MADBEST
;m“"e F 9 =200 |PCRiSouthem yes B-ymphotyle [Coriell GMOB11 MADES1
Fragile .
X i 47T PR Ves B-wrphocyie |[Coriell GMOS9ST |MADEZET
Thiz page last rewsemed: 100250004
Hoeme | Policles and Reguiadions | Disclaimer | e-Government | POLWE | Cordact Lis
BAFER"HEALTHIER: PECPLE" _‘_ﬂ:." } ._.-' — T,
Centers for Disease Control and Prawestion, 1600 Clifton Rd, sdlarea, Gaa0zzz, Usa P IRST(FOV | | ﬁ b L L
Tal: (4041 B30-F30 1 F Public Inquirks; (304 6383534 7 (3000 311-3435 e T ok o b et B B et 5 and Human Sarvices

Cirr=



Horme | AboutCDC | Press Room | Funding | A-Zindex | Centers Institute & Offices | Training & Employment | Contact Us

CD(: Department of Health and Human Services COC en Espafiol
Centers for Disease Control and Prevention Erter Search Te BEE
B Health & Safety Topics B Publications & Products B Data & Statistics B Conferences & Events
OC Materials . S . . S
. GQC Materials - Neads Monitoring and Information Dissemination
GG Materials Home
Reference Arlicles * Materials Needed
Guidance and Owversight @ Item
Funding = ltern

» Ass|slance

. *+ ContactUs
» Waterials &ailability —_—

+ Materials Neadad Thiz page kst reviewed: 1001802004
= Corntribubor
A kool e dgenne nits
DLS Coriberit
OLS Home
CLIA
» Egnelics
» Intemabonal
» MASTER
* Moniloring
* MPEP
¢ BLTH
» Publications
» Training
Other DLS Resowrces
Resource Links

Home | Poicies and Requinfions | Dischimer | e-Government | FOLA | Condact Lis

BAFER:HEALTHIEN : FEOPLE" e "
Dione

| PR LT L R



Homa | AboutCDC | Press Reom | Funding | A-Zindex | Centers Institute & Offices | Training & Employment | Contact Us

CD(: Department of Health and Human Services CDC an Espafiol
Centers for Disease Control and Prevention Enter Search Te RED
B Health & Safety Topics B Publications & Products B Data & Statistics B Conferences & Events
0 Materkals

. QC Materials Home GIC Materials - Assistance to Matarials Contributars

Reference Aricles & Letier of Invitation
Guidance and Oversight # Collection and Submission Process
+ Funding

2 |RB Profocols

* Waterials Avallability o Material Submission Protocols

» Matarials Meadad
» Contributor ¢ Guidelines and Recommendations

Acknovwdedgements & Sample Link 1
DLS Corert % Bample Link 2
DLE Home
CLIA
Genelics
¢ IntErmat onal
» MASTER
¢ Maniloring
* MPEFP
* MLTM
» Publications
» Training
Other DLS Resources
Resource Links

Thiz page e revismed: 1080004

Home | Policies soo Reguintions | Dischimer | e-Govermment | FOE | Cootact Us

BAFER+HEALTHIER - FEQPLE" i i Ty

W e e Emanascemmana i Lies b,



Homea | About COC | Press Room | Funding | A-Zindex | Centers, Institute & Offices | Training &

CDC Department of Health and Human Services
Centers for Disease Control and Prevention

B Health & Safety Topics B Publications & Products B Data & Statistics B Conferences & Events

Enter Search Te JEE

0C Materials

QC Materials Home QC Materials - Reference Articles

Reference Ariclés * Publications

Guidance and Oversight < Sample Publicalion Link
+ Funding ¢ Bample Fublication Link
s Aesistance @ Sample Publication Link

— < Sample Publication Link

 Materials Srailabiiity

» Watarials Meedad * Monographs
» Contributar ¢ Sample Monograph Link
Acknorad edgenments 2« Sample Monograph Link
DLS Cortent + Sarmple Monograph Link
=3
== ¢ Bample Odher Link
+ Lenelics @ Sampla Oher Link
¢ Intermati onal o Bample (Mher Lok
* QLMW
* MASTER ) )
Thi= page st reviewed: 10253004
¢ Planiloring
* MPEP
* MLTM
» Publications
» Training
Other DLS Resources

- Resource Links

Home | Policies pnd Requindions | Digclhimer | e-Government | BOLE | Conteci Lz

FAFER-HEALTHIER: FEQFLE" e T

T T T N T | P T, S R SN



Horme | AboutCDC | Press Roam | Funding | A-Zindex | Centers, Institute & Offices | Training & Employment | Confact Us

CDC Department of Health and Human Services CDC en Espafiol
Centers for Disease Control and Prevention Enter Search Te RER
B Health & Safety Topics B Publications & Products B Data & Statistics B Conferences & Events
QC Materkals . - .
C Materials - Guidance and Oversight
QC Materials Home @ — g
Reference Arlicles + Professional and Practice Guidelines
Guidance and Owersight ¢ Link
Funding ¢ Link

=]
» Assistance Link

» Wlatarials AarailE bl + Regulatory Guidelines
» Materials Mesdead & Link
» Cantribular o Limk

B REVOh B O 2 e s
DLS Coribernt * Recommendations ofvalidation, Submission and Research J Development Subcommitlzes
DLS Home z Em
Al o ltem
» GEnelics
» Intermnational
» 1@LM Thig page e raviseed: 1001552004
» MASTER
* Wlanitoring
* MPEP
* NLTM
» Publications
» Training
Other DLS Resources
Resource Links

Home | Poicies and Regquisdipne | Disclimer | e-Goeernment | FOLE | Condect L=

EAFER-HEALTHIER:- FEQPLE" i - P

i T PR i, Pt ke md Ll =,



Horme | About CDC | Press Room | Funding | A-Zindex | Centers, Institute & Offices | Training & Employment | Contact Us

CDC Department of Health and Human Services CODC an Espafiol
Centers for Disease Control and Prevention Enter Search Te REE
B Health & Safety Topics B Publications & Products B Data & Statistics B Conferences & Events
G Materials . . . .
aC Materials Home @C Materials - Funding Oppeortunity and Resource Information
Reference Arlicles * Funding Sources
Guidance and Owersight @ Source 1
F undinig % Source 2

&
» Aesislance Source 3

¢ Mlaterials Asailabilig

* Incentives far donating materisls and Farvalidating materials
* Watarials Mesdad Incenive hare

> Contributor @ Incentve hene
Acknoosdedaements # Incentve here
&

DLS Corent Incentve hare
DLE Home
CLIA
Genelics

» Intemabonal

* 1L

* MASTER

= Monitoning

* MPEF

* MLTH

» Publications

» Training

Other DLS Resources
Resource Links

£

This page Lest reviewed: 101872004

Home | Policies sod Requisfions | QRisclaimer | e-Goverren! | BOLS | Contaci Lz
BAFER+HEALTHIEm - FEQPLE" _F_.;_-:_:“ I _-"'-"..'&
Cicne

mE RSN Er AL RN Y



Website Timeline

i (projected)

x December 2004 — Launch internal
prototype

= February 2005 — Launch site publicly

(With Support from the Broad
Genetics/Genomics Community!)



QC Materials Flow Chart
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What Materials are Available

i Now?
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CFTR Mutations

Currently available:

= 25 Mutations on ACMG Panel

= Other mutations including:

H609R, 1154insTC, R1162L, V520F, 444delA, 1812-1G>A, E92X, E60X, 566delA,
M1101K, Q493X, 129G>C, Y1092X, R574H, G178R, G 1349D, 1506V, F508C, D1152H,
delexons2,3, 3272-26A>G, Y122X, 2183AA-G, 2143delT, S1235R.

Mutations appearing in >0.1%0 of CF patient chromosomes*

Mutations appearing in 0.01%6-0.1%0 of CF patient chromosomes*
*Watson et al. 2004, Genetics in Medicine 6:387-391.

= Most cell lines are transformed, most have DNA
avallable, and data on 5T/7T/9T is available for
some.

s Some cell lines have been verified!



Fragile X Mutations

Number Male/Female Number Male/Female

repeats repeats

28, 49 Female =200 Male

57* Male >200, ? Female

59, 31 Female 336, 28 Female

70, 23 Female 351-400 Male

78, 30 Female 477 Male

85, 29 Female 501-550 Male

85-90 Male 645 Male

86 Male 931-940** | Male

88, 30 Female

95, 23 FETELE 13 Cell lines with normal repeats (not shown)
107, 23 Female

95-120, 23 | Female * 1 Cell line verified by multiple labs
117 Male (CDC project)

**1 Cell line - Full methylation indicated



Cell Line Availability

= | have generated tables showing available
CFTR and Fragile X cell lines

= Information provided includes:

s CF: Alleles, intron-8 polyT
Ly Fragile X: repeat size, methylation status, mosaic status

= All cell lines: transformation status, cell type, cell bank, cell line
number, verification status and verification methods

These tables will eventually be available on our
website

= Copies of these tables are included in your packets. | would
appreciate any input you may have on their content!



i Emory Fragile X Project

= Drs. Steve Warren and Stephanie Sherman have
huge collections of characterized fragile X cell lines,
some are sequenced.

= Collections include hundreds of cell lines in the
normal, grey, pre and full mutation range. The lists
we have to date have repeat sizes ranging from 16 to
157, but we will have information on other available
cell lines soon.

= They have kindly offered to donate these cell lines to
Coriell for our project!

= We need input on which of these the cell lines
should be developed for QC materials!



I\/Iaterlal Available for Other

s Have verified cell lines for:

Connexin 26, Craniosynostosis/Muenke
Syndrome, Hemochromatosis, Huntington
Disease, MTHFR, alpha-thalassemia

= Other cell lines (not independently verified)
exist in cell repositories for these and other
disorders as well



i Potential Sources of Material

Coriell
CRMGEN
NIST
ATCC
Biobanks

Clinical specimens (residual blood and
patient recollection)

Research labs
= Industry/Material developers
= Other?



Identify and Prioritize Needs
How to get needed materials???
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Two Possible Approaches for
i Verification

= Materials can be sent to labs who
volunteer to verify them

s Data can be collected from users of
pre-existing materials

(the data may already exist - we
just have to collect it!)



i We Need Community Input!

= Input of ideas/needs
= Material donation

= Material verification
= Support

<

G

The National QC Material Coordinator
Needs Your Help!

Contact me: LKalman@cdc.gov
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